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pressure. The aqueous phase was extracted with EtOAc (3 × 60 mL). The combined organic extracts were dried over Na2SO4 and concentrated. The product was purified by column chromatography, eluent: petroleum ether/ethyl acetate (3:1), to afford N-(tert-butoxycarbonyl)deacetylallocolchicine as an orange foam (2.5 g, 5.42 mmol, 60 %), mp 152-154 °C. 1 
Synthesis of deacetylallocolchicine (12)
N-(tert-butoxycarbonyl)deacetylallocolchicine (1.2 g, 2.72 mmol) was dissolved in CH2Cl2 (11 mL) and TFA (2.3 mL) was added dropwise. The reaction mixture was stirred for 1 h at room temperature after which a saturated sodium carbonate solution (29 mL) was added to quench the reaction. The organic solvent was removed under reduced pressure. The aqueous phase was extracted with EtOAc (4 × 50 mL). The combined organic extracts were dried over Na2SO4 and concentrated. 5-(2-Hydroxyacetamido)-9,10,11-trimethoxy-6,7-dihydro-5H-dibenzo[a,c] cyclohepten-3-carboxylic acid (10b) 1 Н NMR (400 MHz, DMSO-d6) 13 C NMR (101 MHz, DMSO-d6)
Effect of 6a and 6b on cell cycle and tubulin binding
To check whether the low activity of compounds 6b and 7b-d is associated with the different profile of cellular activity, cell cycle analysis and tubulin binding assays were conducted in PANC-1 cells. Both control 6a and low active compound 6b with a free carboxylic group were used in the same concentrations. It was shown that both compounds effectively induced accumulation of the cells in G2/M phase, which steadily resulted in apoptosis (Figure 1 a, b) . The only difference was found in the percentage of cells in G2/M phase.
The effect of low active compound 6b with a free carboxylic group on β-tubulin assembly and mitotic spindle formation was studied by confocal microscopy. Incubation of PANC-1 cell with 6b effectively disrupted the mitotic spindle, which led to the chromosome scattering and the inability of the cells to divide (Figure 1 c, d) as was previously shown for highly active allocolchicinoids 3, 4. 18 
